Intracellular localization of polymerase chain reaction (PCR)-amplified hepatitis C cDNA.
The cellular distribution of hepatitis C virus was examined in formalin-fixed, paraffin-embedded tissues by in situ localization of the polymerase chain reaction (PCR)-amplified viral cDNA. Of nine liver biopsies studied, five were from patients seropositive for hepatitis C, one was from a seronegative patient who had detectable hepatitis C cDNA by standard reverse transcriptase (RT) PCR, and the remaining three were from patients without evidence of hepatitis C infection. Sequences homologous to viral RNA were rarely identified in the hepatitis C cases by standard RNA-cDNA in situ hybridization, but PCR-amplified viral cDNA was detectable in many hepatocytes in a panlobular distribution and in scattered Kupffer cells in each of the six hepatitis C cases and none of the controls. The pattern was equivalent whether intracellular localization was done by in situ hybridization after the RT and PCR steps or if digoxigenin-labeled nucleotide was incorporated into the amplified product. No signal was evident in the positive biopsies if the RT step was omitted, if "nonsense" primers were used, or if RT in situ PCR was preceded by RNase digestion. The RT in situ PCR technique allows for the rapid detection of any RNA virus, even if it is present in low copy number, and permits direct morphological correlation.